Many clinical cases of chronic pain exhibit both neuropathic and inflammatory components. In contrast, most animal models of chronic pain focus on one type of injury alone. Here we present a novel combined model of both neuropathic and inflammatory pain and characterise its distinctive properties. This combined model of chronic constriction injury (CCI) and intraplantar Complete Freund's Adjuvant (CFA) injection results in enhanced mechanical allodynia, thermal hyperalgesia, a static weight bearing deficit, and notably pronounced spontaneous foot lifting (SFL) behaviour (which under our conditions was not seen in either individual model and may reflect ongoing/spontaneous pain). Dorsal root ganglion (DRG) expression of Activating Transcription Factor-3 (ATF-3), a marker of axonal injury, was no greater in the combined model than CCI alone. Initial pharmacological characterisation of the new model showed that the SFL was reversed by gabapentin or diclofenac, typical analgesics for neuropathic or inflammatory pain respectively, but not by mexiletine, a Na + channel blocker effective in both neuropathic and inflammatory pain models. Static weight bearing deficit was moderately reduced by gabapentin, whereas only diclofenac reversed mechanical allodynia. This novel animal model of chronic pain may prove a useful test-bed for further analysing the pharmacological susceptibility of complicated clinical pain states.
Introduction
Neuropathic pain is inadequately controlled by current analgesics and progress in strategy for its treatment represents an unmet clinical need. There are a number of rodent models of neuropathic pain, including chronic constriction injury (CCI), a loose ligation of the sciatic nerve that induces intraneural oedema and physical axonal damage (Bennett and Xie, 1988) , spinal nerve ligation (Kim and Chung, 1992) , partial sciatic nerve ligation (Seltzer et al., 1990 ) and more recently the spared nerve injury, in which the tibial and common peroneal nerves are cut and ligated and the sural branch of the sciatic nerve is left intact (Decosterd and Woolf, 2000) . In addition, specific models of disease-induced neuropathies, such as diabetic neuropathy (Malcangio and Tomlinson, 1998) and post-herpetic neuralgia (Fleetwood-Walker et al., 1999) have been produced. Although some of these models display a modest degree of spontaneous pain-like behaviour (Choi et al., 1994) , which is more prominent when there is a concurrence of injured and uninjured afferents (Djouhri et al., 2006; Lee et al., 2003) , spontaneous pain remains relatively under-investigated. In addition to the allodynia and hyperalgesia arising from nerve injury, a particularly troublesome feature is spontaneous/paroxysmal pain (Attal and Bouhassira, 2004; Backonja and Stacey, 2004) . Chronic inflammatory pain is also problematic clinically. A number of animal models of inflammatory pain have been developed, for example the intraplantar injection of Complete Freund's Adjuvant (CFA; inactivated Mycobacterium tuberculosis emulsified in mineral oil) which activates the innate immune system and causes the local release of pro-inflammatory cytokines (Hargreaves et al., 1988; Iadarola et al., 1988a,b; Meller et al., 1994) .
Many clinical situations however, do not represent neuropathic or inflammatory pain states in isolation. Such situations may result from severe trauma such as road traffic accident or sporting injury and clinically co-incident nerve damage and inflammation following surgery. Although both clinical neuropathies and laboratory models may involve an immune/inflammatory component at the local site of injury (Said and Hontebeyrie-Joskowicz, 1992) , an explicit combined model of peripheral neuropathic pain together with peripheral inflammatory pain could provide new insights into clinically relevant chronic pain states. We hypothesised that such a model might display distinct behavioural or pharmacological properties because inflammatory and neuropathic injuries individually induce different phenotypic changes in afferent neurons (Woolf and Ma, 2007) , so the combination may result in a distinct
